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December 22, 1997

RETURN RECEIPT REQUESTED

Document Control Officer EE009184765US

Office of Pollution Prevention and Toxics

U.S. Environmental Protection Agency
401 M Street, S.W.

Washington, DC 20460

Attention: 3(e) Coordinator

Dear Sir: GOMPANY y\Nl'nZED

Re: Normal Propyl Bromide (CAS# 106-94-5)
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This letter is submitted in accordance with Section 8(e) of the Toxic Substances Control Act,
15 USC 2607(e), and the Environmental Protection Agency’s “Statement of Interpretation and

Enforcement Policy”, 43 FR 1110, 35 seq., March 16, 1978.
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It has come to our attentiion that a paper on 2-bromopropane and 1-bromopropane was presented
at the 1997 Tokai Region Conference in Japan. The Conference was held in November and was
sponsored by the Japan Industrial Hygiene Institute. We have enclosed the Japanese handout of

the presentation and an unofficial English translation.

The paper reports Wistar rats were exposed to 1-bromopropane or 2-bromopropane. Wistar rats
exposed to 1000 ppm of 1-bromopropane exhibited paralysis of hind legs among other effects

after 5-7 weeks of daily 8-hour exposures. They were sacrificed at end of 5-7 weeks.

We have done a 90-day inhalation study on 1-bromopropane at 600 ppm and we observed no

paralysis of hind legs.

We do not know whether this Japanese study has been published or has been submitted for

publication. We are trying to obtain additional information. Shculd we obtain additional
information, we will forward it to the Agency.

If you have any questions, please contact me at §

Sincerely,

Attachments
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Presented at the Japan Industrial Hygiene Institute 1997 Tokai Region Conference

Aichi Medical College
November 7, 1997

Neurotoxicity of 1-BP & 2-BP

by unidentified, Ichihara, Shah, Kitoh, Shibata, Takeuchi (Nagoya Univ.) And
Tomoeda(Sanwa Chemical Safety Research Inst.)

(Purpose)

(Method)

(Results)

In Korea in 1995, it was reported that the workers of an electronic parts
production factory had depression of reproductive and blood forming functions.
2-BP (CFC substitute) was the major suspect. We have already uncovered the fact
based on our animal experiment that 2-BP has specific toxicity on a spermary, the
ovaria, and medullae.

It is said that the Korean workers who exposed to 2-BP also had problems with
the peripheral nervous system such as numbness of hands, etc. We conducted the
12wks inhalation test using rats to reveal the followings:

1) Nerve toxicity of 2-BP compared with 1-BP isomer.

2) Toxicity on reproductive and medullary functions at relatively low dosage of
2-BP: 100 ppm.

Divide 36 Wister male rats into 4 groups (9 each) at random. Using small animal
organic solvent exposure chamber, 3 groups were exposed to 2-BP 100 ppm,
2-BP 1,000 ppm and 1-BP 1,000 ppm each for 8 hours/day every day. The
reference group was given fresh air only in the chamber. The rats of 1-BP
exposure group grew weakest in 5 - 7 wks. All the rats of this group was
sacrificed during this period. The rats of 3 other groups were exposed to 2-BP
and fresh air for 12 wks. We examined MCV and DL every 4 wks. After 12 wks.,
all the rats were examined. (detailed fixture methodologies are omitted)

At 2 wks after the beginning of exposure, the weight increase was markedly
suppressed in 1-BP and 1000 ppm 2-BP groups. After 4 wks, 1-BP group rats had
statistically significant weight loss compared with 2-BP 1000 ppm group. After

S - 7 wks, all rats of 1-BP group had paralysis of hind legs. They also had
difficulty in walking and the suppression of weight increase. We sacrificed them
and performed an autopsy.

In 2-BP 100 ppm group, the weight increase is a little more than that of the
reference group. (Fig. 1) In 1-BP 1000 ppm group, MCV decreased significantly
in 4 wks. In 2-BP 1000 ppm group, it decreased significantly in 8 wks. The
decrease in 12 wks wasn’t significant. (Fig.2)




(Conclusion)

061rls97

In 4 wks, DL extended in 1-BP 1000 ppm group. DL extended in 2-BP 1000 ppm
group in 8 and 12 wks. (Fig. 3) In 1-BP exposure group, the weight decreased in
the liver, spieen, spermary, upper part of spermary, prostate gland, seminal vesicle,
pituitary gland and brain. In 2-BP 1000 ppm group the weight decreased almost
all the organs. In 2-BP 1000 ppm group, the weight decreased significantly in
spermary, upper part of spermary, prostate gland and seminal vesicle in the
organ/body weight ratio. In 2-BP 1000 ppm group, thrombocyte, erythrocyte and
leukocyte counts decreased. In 2-BP 100 ppm group, no significant change was
observed. No spermatozoaz was moving in 2-BP 1000 ppm group.

Based on our observation of peripheral nervous system, there was degeneration in
axon and myelin in 1-BP 1000 ppm group. In 2-BP 1000 ppm group, the swelling
was observed in axon near Ranvier. The same degeneration was observed in 2-BP
100 ppm group but it was less significant compared with that of 2-BP 1000 ppm
group. (Fig. 4) In 1-BP 1000 ppm group, the cerebral atrophy degeneration of
dorsal cord (Fig. 5) and degeneration of pyramical cells and cerebellar Purkinjee
cells were observed. (Fig 6)

1) 1-BP has strong toxicity upon central and peripheral nervous systems.
1-BP’s reproductive and medullary toxicity is not so significant as that of
2-BP.

2) At 1000 ppm, 2-BP is toxic upon reproduction and medullary functions
and peripheral nervous system.

3) It is possible for 2-BP 100 ppm (12 wks exposure) to have influence on
peripheral nervous system but it hasn’t been definitely shown that it has
influence on reproductive and medullary function.
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